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5 (S'T) Abstract: This inventioti relates to compounds thai are metabolites of 3'-ten-hutyl-3'-N-terl-butyloxycarbonyM-deacetyl -3*- 
1^ dephenyl-3'.N-dcbcnzoyl-4-0-mcthoxycaTbonyl-pacHtaxcl. The compounds of the invention arc useful as therapeutic agents. 
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patent (Git OM, KE, LS, MVV. MZ, SO. SL AY. 7Z UO, 
ZM. ZW). Eurasian patent (AM, AZ. BY. KG, K'Z, MD, RU. 
TJ, TM). European patent (AT, BE, BG, CH. CK CZ. DE, 
OK. EE, ES, Ft, FR, GB, GR, Hlf, IE, IT, LV, MC, Nh PT, 
RO, SE, Si. SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, 
GA GN, GQ, GW, ML MR, NE, SN, TD, TG) 

— as to the applicant 's entitlement to claim the priority of the 
earlier application (Rule 4.17(iii)}for all designations 

Published: 

— with international search report 



— before tfie expiration of the tifne limit for amending the 
claims and to be republished in the event of receipt of 
amendments 
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For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the FCT Gazette. 
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INTERNATIONAL SEARCH REPORT 



Uueroational application No. 
PCT/US03/34083 



A. CLASSinCATlON OF SUBJECT MATTER 
IPC(7) : A61K 31/337 ; C07D 305/14 
USCL : 514/449; 549/510. 511 

According to InternaUonal Patent aassification f IPO or to bot h mtional classificaUon and IPC 

B. HES^DS SEARCHED , 



Minimum documentation searched (dassiftcation system followed by classification symbols) 
U.S. : 514/449; 549/510. 511 



Documentation searched other than irrinimum documentation to the extent that such documents are included hi the fields searched 



Bectronic data base consulted during the intemadonal search (name of data base and, where practicable, search terms used) 
WEST text search 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ♦ 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Y 
Y 



US 5,973» 160 A ( POSS et al. ) 26 October 1999, compound (IX) in column 14, 
compound (IV)' in column 20. 

US 6,243,908 Bl ( KANT) 19 June 2001, con?>ound (I) in column 1, conipound 21 in 
column 8. 



1-12 
1-12 



I I Further documents are listed in the continuation of Box C. See patent family annex. 



* Spedal categories of dted documoits: 

"A" documeat definliig the general state of the art which Is not considered to 
be of particular itlevance 

"B" earlier appllcalioo or patent published on or after the btematioaal filing 
date 

"L" documeni whidi may throw doubu on priori^ claiiD(s) or which Is cited 
to establish the publication date of another citation or other special reason 
(as specified) 

'0" document referring to an oral disclosure, use, exhibition or other means 
"P* document published prior to the International filing date but later ttaa the 



later document published after the internatiooal filing date or 
priority dale and not in conflict with the application but dted to 
understand the principle or theory uoderiying the inveotioQ 

documeni of particular relevance; the claimed Invention cannot be 
coasidemd novel or cannot be considered to involve an inveofive 
step when the document Is taken alone 

document of panleular relevance; the el^dmed invention cannot be 
ooiuidered to involve an Inventive step vAtn the document is 
combined with one or more other such documents, such 
eombinatlcm being obvious to a person skilled In the art 

document member of the same patent finslly 



Date of the actual completion of the international search 
22 March 2004 (22.03.2004) 



Name and mailing address of the ISA/US 
Mail Stop per, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexaadria. Vixsinia 22313-1450 
Facsinnle No. (703) 305-3230 



Date of mailing of the intematioDal search report 



Telephone No. (571)272-0600 



Form PCT/ISA/210 (second sheet) (July 1998) 
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An das Europaische Patentamt 



Eintritt in die 
europaische Phase 
(EPA als Bestimmungsamt 
Oder ausgewahltes Amt) 



To the European Patent Office A t'Office europ6en des brevets 

EPO • Munich 
88 

Entry into the 1 * ^P^'^ ^005 ^^^^^^ ^ans la 

European phase phase europeenne 

(EPO as designated or (i'OEB agissant en qualite 

elected Office) d'offlce designe ou 6lu) 



Europaische Anmeldenuinmer oder, falls 
nicht bekannt. PCT-Aktenzeichen oder 
PCT-Veroffentlichungsnummer 


European application number, or. if not 
known, PCT application or publication 
number 

03 77 9320.5 PCT/US03/34083 


Num^ro de ddpdt de la demande de 
brevet europ^en ou. h d§faut, num6ro 
de d6p6t PCT ou de publication PCT 


Zeichen des Anmelders oderVertreters 
(max. 15 Positionen) 


Applicant's or representative's reference 
{max. 15 spaces) 

L1581 EP 


R6f^rence du demandeur ou du mandataire 
(15 caractdres ou espaces au maximum) 



□ 



Anmelder 

Die Angaben Ober den (die) 
Anmelder sind in der internationalen 
Veroffentlichung enthalten oder vom 
Internationalen Buro nach der 
internationalen Verdffentlichung 
vermerkt worden. 

Anderungen. die das Internationale 
Buro noch nicht vermerkt hat, sind 
auf einem Zusatzblatt angegeben. 

Zustellanschrift 

(siehe Merkbiatt n, V 



Applicant 

Indications concerning the 
dpplicant(s) are contained in the 
international publication or recorded 
by the international Bureau after the 
international publication. 

Changes which have not yet been 
recorded by the International Bureau 
are set out on an additional sheet. 

Address for correspondence 

(see Notes 1) 



Demandeur 

Les indications concernant le(s) de* 
mandeur(5) figurent dans la publication 
Internationale ou ont 6t6 enregistr^es 
par le Bureau international aprds la 
publication Internationale. 



Les changements qui n'ont pas encore 
6x6 enregtstr^s par ie Bureau inter- 
national sont indiqu^s sur une feuille 
additionnelle. 

Adresse pour la coirespondance 

(voir notice U, 1) 



Vertreter 

Name (Nur ein en Vertreter angeben. 
der in das europaische Patentregister 
eingetragen und an den zugestetit 
wird) 



Geschaftsanschrift 



2. Representative 

Name (Name only one 
representative who will be listed in 
the Register of European Patents and 
to whom notification will be made] 

VOSSIUS & PARTNER (No. 31) 

Address of place of business 

Slebertstr. 4 
81675 MOnchen 



Mandataire 

Nom (N'indiquer qu* un seul 
mandataire. qui sera inscrit au 
Reglstre europ6en des brevets et 
auquet signification sera faite) 



Adresse professionnelle 



□ 



□ 



Telefon 

Telefax Telex 

V\feitere(r) Vertreter auf Zusatzblatt 



Telephone 

M9 8941 3040 

Fax Telex 

+49B941 30 41 11 

Additional representative(s) on 
additional sheet 



3. Volimacht 

I I Einzelvollmacht ist beigefOgt. 



Aligemeine Volimacht ist registriert 
unter Nummer 



Authorisation 

Individual authorisation is attached. 

General authorisation has been 
registered under No: 



Telephone 
Telefax 



Telex 



Autre(s) mandatairets) sur une feuille 
additionnelle 



3. Pouvolr 

Un pouvoir special est joint. 

Un pouvoir g6n6ral a 6x6 enregistrd 
sous le n" : 



Aligemeine Volimacht ist eingereicht, 
aber noch nicht registriert. 

Die beim EPA als PCT-Anmeldeamt 
eingereichte Volimacht schlie&t aus- 
drucktich die europaische Phase etn. 



A general authorisation has been 
filed, but not yet registered. 

The authorisation filed with the EPO 
as PCT receiving Office expressly 
includes the European phase. 



Un pouvoir g6n6ral a 6t6 ddposd. 
mais n'est pas encore enregistr6. 

Le pouvoir general d6posd d I'O&B 
agissant en quality d'office r6cepteur 
au titre du PCT s'applique express6- 
ment d la phase europeenne. 
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Prufungssntrag 

Hiermit wird die Priifung der Anmel- 
dung gema& Art. 94 EPU beantragt. 
Die PrufungsgebOhr wird (wurde) 
entrichtet. 



4. Request for examination 

Examination of the application under 
Art. 94 EPC is hereby requested. 
The examination fee is being (has 
been, will be) paid. 



Requete en examen 

II est demands que soit examinee 
la demande de brevet conform6ment 
d Tart. 94 CBE. II est (a M, sera) 
proc6d§ au paiement de la taxe 
d'examen. 



Prufungsantrag in einer zugelassenen 

Nichtamtssprache 

(siehe Merkblatt III, 5.2) : 



Request for examination in an 
admissible non-EPO language 
(see Notes 111, 5.2) : 



Requdte en examen dans une langue 
non officielle autorisde 
(voir notice III. 5.2) : 



5. Abschriften 5. 

ZusMzliche Abschrift(en) der im 
erganzenden europsischen 
Recherchenbericht angefuhrten 
Schriftstucke wird (werden) 
beantragt. 

Anzahl der zusatzlichen Satze von 
Abschriften 



Copies 

Additional copy (copies) of the 
documents cited in the 
supplementary European search 
report is (are) requested. 



Number of additional sets of copies 



S. Copies 

Pri6re de fournir une ou plusieurs 
copies suppl6mentaires des 
documents cit^s dans le rapport 
compl6mentaire de recherche 
europ^enne. 

Nombre de jeux supplementaires 

de copies 



1 



Fur das Varfahren vor denn EPA 
bestlmmte Unterlagen 



6. 1 Dem Verfahren vor dem EPA als 
Bestimmungsamt (PCT I) sind fol- 
gende Unterlagen zugrunde zu legen: 

die vom Internationalen Buro ver- 
offentiichten Anmeldungsunter- 
lagen (mit alien Anspruchen, 
Beschretbung und Zeichnungen). 
gegebenenfalls mit den geanderten 
Anspruchen nach Art. 19 PCT 

I [ soweit sie nicht ersetzt werden 
durch die beigefugten 
Anderungen. 

Falls notig, sind KlarsteUungen auf 
einem Zusatzblatt einzureicheni 



6.2 Dem Verfahren vor dem EPA als 

ausgewehKem Amt (PCT 11} sind fol- 
gende Unterlagen zugrunde zu legen: 

die dem internationalen voriaufigen 
PrOfungsbericht zugrunde getegten 
Unterlagen, einschlielilich seiner 
eventuellen Anlagen 
{Solche An fa gen mOssen immer 
beigefugt werden) 

fjc| soweit sie nicht ersetzt werden 
durch die beigef(jgten Ande- 
rungen. 



Falls notig, sind KlarsteUungen auf 
einem Zusatzblatt einzureicheni 



^ Sind dem EPA als mit der internatio- 
nalen voriaufigen Pruf ung beauf- 
tragten Behdrde Versuchsberichte 
zugegangen, durfen diese dem Ver- 
fahren vor dem EPA zugrunde gelegt 
werden. 



6. Documents intended for pro- 
ceedings before the EPO 



6.1 Proceedings before the EPO as 
designated Office (PCT I) are to be 
based on the following documents: 

the application documents pub- 
lished by the International Bureau 
(with all claims, description and 
drawings), where applicable with 
amended claims under Art. 19 PCT 



unless replaced by the amend- 
ments enclosed. 



Where necessary, clarifications must 
be submitted on a separate sheet! 



6.2 Proceedings before the EPO as 
elected OfTice (PCT 11} are to be 
based on the following documents: 

the documents on which the inter- 
national preliminary examination 
report is based, including its 
possible annexes 

(Such annexes must always be fifed} 



unless replaced t}y the amend- 
ments enclosed. 



Where necessary, clarifications must 
be submitted on a separate sheet! 



If the EPO as International Prelimi- 
nary Examining Authority has 
received test reports, these may be 
used as the basis of proceedings 
before the EPO. 



6. Pieces destinees h la procedure 
devant I'OEB 



6, 1 La procedure devant I'OEB agissant 
en quality d'office designe (PCT I) doit 
se fonder sur ies pieces suivantes : 

tes pieces de la demande publide 

par le Bureau international (avec 
toutes Ies revendications. la descrip- 
tion et Ies dessins). 6ventueHement 
avec tes revendications modifi6es 
conformdment d I'anicle 19 du PCT 

dans la mesure ou elles ne sont pas 
remp(ac6es par Ies modifications 

jointes. 

Le cas 6ch6ant, des explications 
doivent ^tre jointes sur une feuilfe 
additionneffe! 



6.2 La procedure devant I'OEB agissant 
en qualite d'office eiu (PCT tl) doit 
se fonder sur ies pi^es suivantes : 

Ies pieces sur lesquelles se fonde le 
rapport d'examen pretiminaire 
international, y compris ses 
annexes 6ventuelles 
(De telles annexes sont toujours 
d joindref 

dans la mesure ou elles ne sont 
pas remplacdes par Ies 
modifications jointes. 



Le cas 6ch6ant, des explications 
doivent Stre Jointes sur une feuifle 
additionnellel 

Si rOEB, agissant en qualitd 
d'administration charg^e de i'examen 
pr6liminaire international, a re?u des 
rapports d'essais. ceuxKzi peuvent 
constituer la base de la procedure 
devant COEB. 
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Obersetzungen 

BeigefOgt sind die nachfolgend 
angekreuzten Obersetzungen in einer 
der Amtssprachen des EPA (Deutsch, 
Englisch. Franzosisch): 


7 Translations 

Translations in one of the official 
languages of the EPO (English, 
Rench. German) are enclosed as 
crossed beiow: 


7. Treductions 

Vous trouverez, ci-joint. les 
traductions coch6es ci-apr^s dans 
I'une des langues officielles de I'OEB 
(allemand, anglais, fran^ais) : 




• lwVerfahrenvordem£PAals 
Bestimmungsamt oder 
ausgewohhemAmt (PCTI * II): 


• in procaadings before the EPO 
as designated or elected Office 

(PCT U II): 


• Dans la procedure devant I'OEB 
agissant en quality d'office 
design4 ou 4lu (PCTI + 11): 


n 


Obersetzung der ursprunglich 
etngereichten intemationalen 
Anmddung (Beschreibung. Arv 
spruche, etwaigeTextbestandteile in 
den Zeichnungen), der veroffent- 
lichten Zusammenfassung. und 
etwaiger Angaben iiber biologisches 
fy/laterial naoh Rege! 13^.3 und 
13*.4 PCT 


Translation of the international 
application (description, claims, 
any text in the drawings) as 
originally filed, of the abstract as 
published and of any indication 
under Rule 13*^.3 and 13'*.4 PCT 
regarding biological materia} 


Traduction de la dema nde inter* 
nationale telle que deposee 
inrtialement (description, revendica- 
tions. textes figurant 6ventuelle- 
ment dans les dessins), de t'abr^gd 
public, et de toutes indications 
visdes aux rdgles 13**.3 et 13**.4 
du PCT concemant le materiel 
biologique 


□ 


Obersetzung der prioritSts* 
begrundenden Anmeldung{en) 


Translation of the priority appli- 
' cation(s) 


Traduction de la (des) demande(s) 
ouvrant le droit de priorite 


□ 


Es wird hiermit erkiart dd& die 
Internationale Anmeldung in ihrer 
ursprunglich erngereichten 
Fassung eine vollstandige 
Obersetzung der fruheren An- 
meldung ist (Regel 38(5) EPU) 


It is hereby declared that the 
international application as 
originally filed is a complete 
translation of the previous 
application (Rule 38(5) EPC) 


II est d^clar^ par la pr^sente que 
la dema nde internationale telle 
que dSpos^e initiatement est une 
traduction integrate de la demande 
anterieure (rdgle 36(5) CBE) 




• Zusatzltch im Verfahren vordem 
EPA els Bestimmungsamt (PCTI): 


• In addition, in proceedings before 
the EPO as designated Office 

(PCTI): 


e De plus^ dans la procedure devar\t 
I'OEB agissant en qualitd d'office 
designs (PCTI) : 


□ 


Obersetzung der nach Art. 19 PCT 
geanderten Anspruche nebst 
Erkl3rung. falls diese dem 
Verfahren vor dem EPA zugrunde 
gelegt werden sollen (siehe Feld 6) 


Translation of amended claims 

and any statement under Art. 19 
PCT if the claims as amended are 
to form the basis for the procee- 
dings before the EPO 
(see Section 6) 


Traduction des revendications 
modifiees et de la declaration faite 
conform6ment A Tarticie 19 du PCX 
si la proc6dure devarrt I'OEB doit 
Stre fondle sur les revendications 
modifiees (voir la njbrique 6) 




• Zusattlfch im Verfahren vor dem 
EPA ats ausgewahltem Amt 

(PCT 11}: 


• In addition, in proceedings before 
the EPO as elected Office (PCT II): 


• De plus, dans la procedure devant 
I'OEB agissant en quality d'office 
elu(PCTII): 


□ 


Obersetzung der Aniagen zum 
intemationalen voriaufigGii 
Priifungsbericht 


Translation of any annexes to the 
ln^»mfl^innfll nraliminsnr fixami* 
nation report 


Traduction des annexes du 
rapport d'examen pr61iminaire 
international 




Biologisches Material 

Die Erfindung bezieht sich auf bzw. 
verwendet biologisches Material, das 
nach Regel 28 EPU hinterlegt worden 
ist. 


8. Biological material 

The invention relates to and/or uses 
biological material depos'rted under 
Rule 28 EPC. 


8. Matiere biologique 

L'Invention conceme et/ou utilise 
de la matiere biologique, d^pos^e 
conform^ment d la r^gle 28 CBE. 


□ 


Die Angaben nach Regel 28(1 )c) 

EPO (fails noch nicht bekannt. die 
Hinteriegungssteile und das (die) 
Bezugszeichen (Nummer, Symbole 
usw.) des Hintertegers) sind in der 
intemationalen Veroffentlichung oder in 
der gemaK Feld 7 etngereichten Ober- 
setzung enthalten auf: 


The particulars referred to in 
Rule 28(1)(c) EPC (if not yet known, 
the depository institution and the 

lucniiTicoiion it3iB«tsiHi.cia/ iiiuinuoi, 

symbols etc.) of the depositor) are 
given in the international publication 
or in the translation submitted under 
Section 7 on: 


Les indications vis^es h la r6gle 
26(1 )c) CBE (si non encore connues, 
l'autorit6 de ddpdt et la (les) 
rdf6rence(s) d'identification (num^ro ou 
symboles etc.) du d6posant) figurent 
dans la put)lication internationale ou 
dans une traduction produite con- 
form^ment d la rubrique 7 d la / aux: 




Seite(n) / Zeile(n) 


page(s] / ]ine(s) 


page(s) / ligne(s) 




Die EmpfBngsbescheinigung(en) 

der Hinteriegungssteile 


The receipt(s) of deposit issued by 
the depositary institution 


Le(s) rec6pis$e(s) de depdt d6!ivr6(s) 
par Tautoritd de ddpot 


□ 


ist (sind) beigefugt 


is (are) enclosed 


est (sent] ioint(s) 


□ 


wird (werden) nachgerelcht 


will be filed at a later date 


sera (seront) produit(5) ultdrieurement 


□ 


Verzicht aul die Verpflichtung des „ 
Antragsteilers nach Regel 28(3) EPU 
auf gesondertem Schriftstuck 


Waiver of the right to an undertaking 
from the requester pursuant to 
Rule 28(3} EPC attached. 


Renonciation, sur document distinct, 
d r engagement du requdrant au titre 
de la r^gle 28(3) CBE. 
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d. Nucleotid- und Ammosaure- 

□sequensen 
Die nach Regein 5.2 ond 13'« PCT 
sowie Regel 11U3) EPU erforderti- 
chen Unterlagen liegen dem EPA 
beretts vor. 

I I Das schriftliche Sequenzprotokoll 

wird anliegend nachgereicht. 

I I Das Sequenzprotokoll geht nicht 
uber den Inhalt der Anmeldung in 
der ursprunglich eingereichten 
Fassung hinaus. 

I I Der vorgeschriebene Datentrager 
ist beigef ugt 

I I Die auf dem Datentrager gespei- 
cherte Information stimmt mil dem 
schriftlichen Sequenzprotokoll 
uberein. 



Nucleotide and amino acid 
sequences 

The items necessary in accordance 
with Rules 5.2 and IS'* PCT and 
Rule 111(3) EPC have already been 
furnished to the EPO. 

The wrinen sequence listing is 
furnished herewith. 

The sequence listing does not 
include matter which goes beyond 
the content of the application as 
filed. 

The prescribed data carrier is 
enclosed. 

The information recorded on the 
data carrier is identical to the 
written sequence listing. 



Sequences de nucleotides 

et d'acides amines 

Les pieces requises seton les regies 

5.2 et 13*" PCT et fa rdgle 111(3) C6E 

ont d^jd ddposdes auprds de 

I'OEB. 

La liste de sequences dcrite est 
produite ci-joint. 

La liste de sequences ne contient 
pas d'6l6ments s'6tendant au-deld 
du contenu de la demande telle 
qu'elle a M d^pos^e. 

Le support de donn6es present 
est joint. 

L'information figurant sur le 
support de donndes est identique 
h celle que contient la liste de 
sequences 6crite. 



□ 



'"I 

(2) 



10. Benennungsgebuhren 

10.1 Es ist derzeit beabsichtigt, den sie- 
benfachen Betrag einer Benennungs- 
gebuhr zu entrichten. Damit gelten 
die Benennungsgebuhren fur alle 
Vertragsstaeten des EPQ^ als ent- 
richtet (Art. 2 Nr. 3 GebO). soweit sie 
in der tntemationalen Anmeldung 
bestimmt sind'. 

10.2 Abweichend von der Erklanjng in Nr. 
10.1 ist derzeit beabsichtigt, weniger 
als sieben Benennungsgebuhren fOr 
folgende in der intemati onalen An- 
meldung bestimmte Vertrags- 
staeten des EPU^ zu entrichten: 



10. Designation fees 

10.1 It is currently intended to pay seven 
times the amount of the designation 
fee. The designation fees for all the 
EPC contracting states^ designated 
in the international application^ are 
thereby deemed to have been paid 
(Art. 2 No. 3 RFees). 



10.2 The declaration in No. 10.1 does not 
apply. Instead, it is cun-ently intended 
to pay fewer than seven designation 
fees for the following EPC 
contracting states^ designated in 
the international application: 



'^^ 1 I I 

(5jl , I 



Soweit unter Nr. 10.2 Vertragsstaeten 
aufgefuhrt sind, wird beantragt, fur 
die dort nicht auf gefuhrten Vertrags- 
staaten von der Zustellung einer , 
Mitteilung nach Regel 108(3) EPU 
abzusehen. 

10.3 Wird ein automatischer 

Abbuchungsauftrag erteilt (Feld 12), 
so wird das EPA beauftragt, bei Ab- 
lauf der Grundfrist nach Regel 107 
(l)d) EPU den siebenfachen Betrag 
einer Benennungsgebuhr abzubuchen. 
Ist eine Erklarung nach Nr. 10.2 
abgegeben worden, so sollen die 
Benennungsgebuhren nur fur die dort 
angegebenen Vertragsstaaten 
abgebucht werden, sofern dem EPA 
nicht bis zum Abtauf der Gnjndfrist 
ein anderslautender Auftrag zugeht. 



If contracting states are indicated 
under No. 10.2, it is requested that no 
communication under Rule 108(3) 
EPC be issued for contracting states 
not thus indicated. 



10.3 If an automatic debit order has 
been issued (Section 12), the EPO 
is authorised, on expiry of the basic 
period under Rule 107(1 )(d) EPC. 
to debit seven times the amount of 
the designation fee. If states are 
indicated under No. 10.2, the EPO 
will debit designation fees only for 
those states, unless instructed 
otherwise before the basic period 
expires. 



10. Taxes de designation 

10.1 II est actuellement envisage de payer 
un montant correspondant h sept 
fois la taxe de designation. Les taxes 
de designation sont ainsi r6put6es 
payees pour tous les Etats 
contractants de la CBE* designee 
dans la demande Internationale' 
(art. 2. point 3 du RRT). f 

10.2 Contrairement d ce qui est indiqu^ au 
n' 10.1, il est actuellement envisag6 
de payer moins de sept taxes 

de designation pour les Etats 
contractants de la CBE* suivants 
d6sign6s dans la demande 
Internationale : 



Si des Etats contractants sont 
mentionn6s au n* 10.2, pri6re de ne 
pas proc^der d la signification d'une 
notification prdvue par la rdgle 108(3) 
CBE pour les Etats contractants n'y 
6tani pas mentionnds. 

10.3 Si un ordre de prelevement auto- 
matique est donn§ (rubrique 12), 
il est demand^ d I'OEB de pr^lever, 
d I'expiration du ddtai normal vis6 
^ la r6gle 107(1 )d) CBE. un montant 
correspondant S sept fois la taxe de 
designation. Si une declaration a ete 
faite au n' 10.2, les taxes de designa- 
tion ne sont d preiever que pour tes 
Etats contractants qui y sont indi- 
qu6s, sauf instruction contraire re^ue 
par rOEB avant I'expiration du deiai 
normal. 



1 Stand bei Druddaoung: 27 Vertraosstaaien. und zwar, / Status when this form was primed 27 coniracUng states, mmehf / Situation i la date d'lmpr essibn : 27 Etats cwtnBCtants. 

b savoir : AT Ostefieich / Austria / Autfiche. BE Belgien / Belgium / Belgiqua. BG Bulgarien / Btdgaila / Bulgarie. CM / U Schweii und Liechtenstein / Switzerland and Ue^tenstein / 
Suisse et Uechiensiein. CV Zvpem / Cyprus / Chypre, CZ Tschechische Republik / Czech Republic / R^puWique tchfeque. OE DeutscWand / Gernnany / Allernagne. OK Oanemartc / 
Denmark / Oanemartt. EE Estland / Estonia / Estonie. ES Spanien / Spain / Espagne. Fl Hnnland / Rnland / Rnlande, FB Ffantcreich / France / France. GB Vereinlgtes KO«Bretoh/ 
Unhed Kinadom / RoyaumeHJni. GR Gricchenland / Greece / Grfece, MU Ungarn / Hungarv / Hongrie, IE liland / Ireland / Irtande. fT Itatien / haV / itajle. LU Uixembu|/ Uxwinbowa / 
LuxembOLm MC Monaco / Monaco / Monaco, NL Niedertande / Netherlands / Pays-Bas. FT Portugal / Portugal / Portugal. RO Rumanien / Romania / Rouirwnie. SE Scfiweoen/ 
Sweden / Sufede, SI Slowenien / Slovenia / Slovfinie. SK Slowakischo Republik / Slovak Repubfic / R6pub!ique slovaque, TR Turkei / Turkey / Turquie 

2 Fur foJoende Staaten nur nwclich, falls In der interna tlonai en Anmeldung am oder nach folgerKJem Tag bestimmt: Stow^kische Republik, Bulgarieii. Tschechcche Republik und 
Esitand- 1. Ju« 2002. Slowenien: 1. Oezember 2002. Ungern: 1. Januar 2003 und Rumanien: 1. Man 2003. / For the lollowing states this is possible only if they ere designated 
in the international application on or after the suted date: Slovak Republic, Bulgaria, Czech Republic and Estonia: 1 July 2002. SloveiM: 1 December 2002. Murigaiy: * January 
2003 and Romania: 1 March 2003. / En ce qui cortceme les Etats suivants seulement si la dfislgnetten a dt6 effectu^e dans la demande IniernationBle • ladate suwante ou 

i une date ultdrieure: Rdpublique stovaque. Bulgaria. Rfipubllque tchAque et Eatonle: 1* luiflet 2002. Stavflnto: !*• dftcembre 2002. Hongrie: 1* (anvler 2003 et Roumanie: 
1- mars 2003. 
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11. Erstreckung des europaischen 
Patents 

Bei Zahlung der Erstreckungs- 
gebOhr{en) gilt diese Anmeldung auch 
als wirksamer Erstreckungsantrag fur 
die in der internationaten Anmeldung 
bestimmten »Erstreckungs$taaten<c. 
Es ist beabsichtigt, diese Gebuhr(en) 
fur foigende Staaten zu entrichten: 



Skiwenien^ 
Litauen 

Lettfand 
Albanren 
Rumanien 

.Ehematige jugoslawisdie 
Republik Mazedonien 



n 


SI 


m 


LT 


(S 


LV 


m 


AL 


□ 


RO 


m 


MK 


a 


YU 



11. Extension of the European patent 

On payment of the extension feels) 
this application is also deemed to be 
a request for extension to ail the 
"extension states'* designated in the 
intemational application. It is intended 
to pay the fee(s) for the following 
states: 



Slovenia ^> 
Lithuania 

Latvia 

Albania 

Romania 

Fomier Yugoslav Republic 

of Macedonia 

Seibla and Montenegro 



11. Extension des effets du brevet 
euro pee n 

La tax© {les taxes) d'extension 
pay6e(s). la pr6sente demande 
est dgalement r^put^e ^tre une 
demande d'extension d tous les 
«Et8ts autorisant rextensian» 
ddsign^s dans la demande 
Internationale, il est envisage de 
payer la taxe (les taxes) d'extension 
pour les Etats suivants: 

5lQv6nie ^' 
Utuanie 
Lettonie 
Albanie 

Roumanie " 

Exf<6pub!ique yougoslave 
de Mac6doine 



— Stoweolen u.d Rumamen nur mflgfid). fan* In dsr imernatlona.^^ 

28 fivrier 2003 (Roumanie). 



demande internationate. 



12. Automatischer Abbuchungsauftreg 
(Nur mdglich fur Inhaber von beim 
CPA gefuhrten iaufenden Konten) 

I I Das EPA wird beauftragt. nach Ma ft- 
— gabe der Vorschriften uber das auto- 
matische Abbuohungsverfahren fallige 
Gebuhren und Auslagen vom 
untenstehenden laufenden Konto 
abzubuchen. In Bezug auf die Ben en - 
nungsgebuhren wird auf Feld 10.3 
verwiesen. Das EPA wird ferner be- 
auftragt. die Erstreckungsgebuhren 
furjeden in Feid 11 angekreuzten 
»Erstreckungsstaat« bei Ablauf der 
Gnjndfrist zu ihrer Zahlung abzu- 
buchen, sof ern ihm nicht bis dahin ein 
anderslautender Auftrag zugeht. 

Nummer und Kontoinhaber 



12. Automatic debit order 

(for BPO deposit account ftotders 
only) 

The EPO is hereby authorised, under 
the Arrangements for the automatic 
debiting procedure, to debit from the 
deposit account below any fees and 
costs falling due. For designation 
fees, see Section 10.3. The EPO is 
also authorised, on expiry of the basic 
period for paying the extension fees, 
to debit those fees for each of the 
"extension states" marked with 
a cross in Section 11, unless 
instructed otherwise before the said 
period expires. 



Number and account holder 



12. Ordre de prelevement automattque 
(uniquement possible pour les 
titulaires de comptes courants 
ouverts auprks de VOEB) 
Par ta pr6sente, il est demand^ d 
rOEB de pr^lever du compte courant 
ci-dessous les taxes et frais venant & 
6ch6ance, conform6ment h la r6gle- 
mentation relative au pr^lfevement 
automatique. Pour les taxes de 
designation, se reporter d la rubrique 
10.3. II est en outre demand^ h I'OEB 
de pr61ever. d I'explration du d6fai 
normal pr6vu pour leur paiement, les 
taxes d'extension pour chaque aEtat 
autorisant Textensionw coch6 d la 
rubrique 11, sauf instruction contraire 
re^ue avant I'expiration de ce d^lai. 

Num^ro et titutaire du compte 



13. Eventuelle Rucltzahiungen auf das 

beim EPA gef uhrte laufende Konto 

Nummer und Kontoinhaber 



13. Any reimbursement to EPO deposit 
account 

Number and account holder 
2800.0321 VOSSIUS & PARTNER 



13. Remboursements ^ventuels d 
effectuer sur le compte courant 
ouvert auprfes de I'OEB 
Num6ro et titulaire du compte 



14. Unter$chrift(en) des (der) 
Anmelder(s) oderVertreters 



Ort / Datum 

Fur Angestellte <Art. 133(3) EPU) 
mit allgemeiner Vollmacht: 

Nr. 

Namelnl des <der) Umefielchnoten bitie in Dmck- 
schrifi wiedert^olsn. Bei juristischen F»ersonen bine 
audi die Stellurvg des Iderl Umeaeic^ne^en 
innertialb der Gesetlschsft in Ofvcksdvift anQeben. 



14. Signaturefsm dpplicant(s) or 
representative 

Dr. Paul Tauchner 

European Patent Attorney 

Place / Date Munich, April 1 9. 2005 

For employees (Art. 133(3} EPC) 
having a general authorisation: 

No. 

Please print nameO) under signaiuretel. fn the 
esse o1 legal persons, the position of the 
signatory within the cornpany shwAl also ba 
printed. 



14. Signature(s) du (des) demandeur(s) 
ou du mandataire 



Lieu / Date 

Pour les employ6s (art. 133(3) CBE) 
disposant d'un pouvoir general : 

Leou les noma des agnatairesdoiventdtre indiqute 
en caractferes tflmprimene. S'il s'agit d'une personne 
rnvale. b position oocup^e au s«n de oelloci par le ou 
les slgnataires doh fegalement toe indit^jfa en 
caiect^res dlmprunerie. 
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' Entry into the regional phase in Europe 
based on PCT/US2003/034083 
Bristol-Myers Squibb Company 
OurRef.: L1581 EP 



Documents for the 
European phase 



CLAIMS 



VOSSIUS & PARTNER 
PAtENTANWALTE 
S16BERTSTR. 4 

81675 MUNCMEN 



1 9. April 2005 



I What io oloimed is: ■ ( 

1. A metabolite of 3*.rcrf-butyl-3*-N-fert-butyloxycarbonyl-4-deacctyl -3'- 
dephenyl-3'-N-debcnzoyl-4-0-inethoxycarbonyl-paclilaxel of formula la or a 
phannaceutically acceptable salt, solvate, hydrate or prodrug thereof 



ID 



HO» 




wherein the substituents are as defined in the following table 



Metabolite 
Code 



Rl B2 £3 £1 



C9 



Ml 


SG 


H 


CHj 


OH 


C=0 


M2 


SG 


OH 


CHj 


H 


c=o 


M4&M5 


SG 


H 


CHj 


H 


c=o 


M6 


OCH3 


OH 


CH3 


OH 


c=o 


M7 


OH 


OCH3 


CH3 


OH 


c=o 


M8 


OH 


H 


CH3 


OH 


C=0 


MSA 


H 


H 


CH3 


(OH)z 


c=o 


M9 


H 


H 


CH] 


H 


(CH)0H 



-84- 
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MIO 


H 


H 


CH, 


OH 


c=o 


Mil 


H 


H 


COOH 


H 


oo 


M12 


H 


H 


CHj 


OH 


c=o 


M13 


H 


H 


CH3 


H 


oo 



and 



SG= 



-HaCHC 



? pOzH 
HN CH2CH2CH 

NH2 



^NHCHzCOaH 



2. A metabolite of 3'-iert-butyl-3'-N-tert-butyloxycarbonyl-4-deacetyl -3' 
dephenyl-3'-N-debenzoyl-4-0-methoxycarbonyl-pacUtaxel of fonnula lb or a 
phannaceuticany acceptable salt, solvate or prodrug thereof 



^ O NH 



FI5 - 



R4I i O 
HO 




--R2 —Re 



10 



lb 



wherein the substituents are as defined in the following table 



Metabolite 


Si 


82 


Sa 








Code 














M14 


H 


H 


CH3 


CH) 


H 


20 


M15 


SG 


H 


CHj 


CHj 


H 


H 


M16 


H 


H 


CHj 


CHj 


H 


20 
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M17 


H 


H 


CH3 


CH3 


OH 


H 


Ml8 


H 


OH 


CH3 


CHj 


OH 


H 


M19 


H 


H 


CHj 


CH3 


OH 


H 


M20 


H 


H 








H 


M2I 


H 


H 








H 


M22 


H 


H 


CH, 


COOH 


H 


H 


M23 


H 


H 


CHs 




OH 


H 


M24 


H 


H 


COOH 


CHa 


H 


H 



and 



O 

^ PO2H 
HN CH2CH2CH 



SG= 



-S-H2CHC 



^^NHCHgCOzH 



wherein the side chains on M20 and M21 are as shown below: 



M20 . 




M2I 





3. A metabolite of 3'-rerr-butyl-3*-N-ferr-butyloxycarbonyl-4-deacetyl -3' 
dephenyl-3'-N-deben2oyl-4-0-methoxycarbonyl-paclitaxel of formula Ic or a 
10 pharraaceutically acceptable salt, solvate or prodrug thereof 
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Ic 

5 wherein the substituents are as defined in the following table: 



Metabolite 


Si 


Si 






£2 


C13 


Code 














M9 


CH3 


H 


CO(CHj) 


C0(0CH3) 


(CH)OH 


(CH)OH 


MIO 


CH3 


OH 


COCCHj) 


COCOCHj) 


c=o 


(CH)OH 


MlOA 


CH, 


H 


H 


COCOCHj) 


c=o 


(CH)OH 


Mil 


COOH 


H 


C0(CH3) 


COCOCHj) 


c=o 


(CH)0H 


MlOB 


CHj 


OH 


C0(CH3) 


COCOCHj) 


c=o 


(CH)OH 


MtOC 


CHy 


H 


COCCHjOH) 


COCOCHa) 


c=o 


(CH)OH 


MI2' 


CH3 


OH 


CO(CH3) 


COCOCHj) 


O^O 


(CH)OH 


M\3 


CH3 


H 


C0(CH3) 


CO(OCH3) 


0=0 


(CH)OH 


M13A 


CHj 


H 


H 


COCOCHa) 


c=o 


c=o 


M13B 


CH) 


OH 


CO(CH,) 


H 


c=o 


(CH)OH 


M13C 


CHj 


H 


C0(CH3) 


CO(OCH3) 


c=o 


(CH)OH 


M13D 


CH3 


H 


C0(CH3) 


CO(OCH3) 


c=o 


c=o 



4. A metabolite of 3*-r£rr-butyl-3'-N-rerf-butyloxycarbonyl-4-deacetyl -3'- 
dephenyl-3''N-debenzoyM-0-methoxycarbonyl-paclitaxe] of formula Id or a 
pharmaceutically acceptable salt, solvate or prodrug thereof 
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Id 

wherein the substituents are as defined in the following table: 



Metabolite 


Bi 


£s 


& 


& 




Code 










M15B 


CXWCHj) 


CHiOH 

or 
COOH 


COOH or 
CHjOH 


H 


H 


M17 


COCCHj) 


CHj 


CH3 


H 


OH 


M18B 


H 


CH3 


COOH 


H 


H 


M19 


COCCH,) 


CH3 


CHj 


H 


OH 


M19A 


H 


COOH 


CHa 


H 


H 


M22 


COCCHj) 


CH3 


COOH 


H 


H 


M23 


CO(CH3) 


CH3 


CH3 


H 


OH 


M24 


CO(CH3) 


COOH 
or CHa 


CHjor 
COOH 


H 


H 


M23A 


COCCHj) 


CHj 


CH3 


OH or 
H 


Hor 
OH 


M23B 


COCCHa) 


CH5 


CHj 


OH 


H 


M23C 


C0(CH3) 


CH3 


CH3 


OH or 
H 


Hor 
OH 


M26 


H 


CH3 


CH3 


H 


H 


M23D 


COCCHj) 


CH3 


CH3 


OH 


H 
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M27 



CXXCHs) CH, 



CHa 



H 



H 



5. A pharmaceutical composition comprising a metabolite according tof Cloim if > 
or a phannaceutically acceptable salt, solvate or prodrug thereof, and a . 
pharmaceutically acceptable carrier, vehicle or diluent 

A pharmoceuticQl compftoition comprioing a mLtobolitc aceorcUng to Clainh a 1 

or a pmmmiceuticaily acceptable salt» solvate or prodrug thereof, and a 
pharmaceuticattyN^cceptable carrier, vehicle or diluent. 

10 7. A pharmaceutical compoStiQn comprising a metabolite according to Claim 3 
or a pharmaceutically acceptable salt, soI^«^^ prodrug thereof, and a 
pharmaceutically acceptable carrier, vehicle or diKte 



8. A pharmaceutical composition comprising a metabolite accorttiag to Claim 4 
15 or a phannaceutically acceptable salt, solvate or prodrug thereof, and a 
I pharmaceutically acceptable carrier, vehicle or diluent . 

^ /a motho(^for inhibiting tumor growth in a mammalian hosu t^'luoh oompnsop ■ 
i(iminifrT"Tic ^ frmuifh inhiliitinc amoun|^ f a compound as 

20 defined infSksiB-i/ e.^y ©«e oj. cLuiwi ^ U H ^pr /At ima.niA^cL.K 

'J 

A method for inhibiting tumor growth in a manMnDlian host which oonyris e s | 
administeruIgHa^d mammal a tumor-growth inhibiting amount of a compound as 
defined in Claim 2. 



25 



11. A method for inhibiting tumor growth in a mai?nBalianhost which comprises 
administering to said mammal a tumor-growth inhibiting amount ^^rempound as 
d in Claim 3. ~ 
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[U. Am ua K ul f n r inhi l i i i iML l m i rrr" "' ' " ■^""■""■1" '" ho^t whieh comprioco 
t uli i u i uJiuii.b m m n m rn ul a t umor growtli iiiliibiUng amouiU o f a compound aa 
- du-fitiud inClaini " I. ] 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PREUMINARY EXAMINATiON REPORT 
(PCT Article 36 and Rule 70) 



REC'D 0 9 MAY 2005 



WIPO 



PCT 



Applicant's or agent's file reference 



LD320 PCT 



Intemationai application No. 
PCT/US03/34083 



^ A .^^,.T Sec Notification of Transmitta! of Intemationai 
FOR FURTHER ACTION p^,,^^,.„3^ Examination Report (Form PCT/IPEA/416) 



Intemationai filing date (day/momli/year) 
24 October 2003 (24. 1 0.2003) 



Priority date (day/monihfyear) 
25 October 2002 (25.1 0.2002) 



International Patent aassification (IPC) or national classification and IPC 
IPq?): A61K 31/337 ; C07D 30S/I4 and US CI.; 514/449; 549/510, 51 1 



Applicant 

BRISTOL-MYERS SQUIBB COMPANY 



1 . This international preliminary examination report has been prepared by this Intemationai Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total 0^2. sheets, including this cover sheet 

I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



This report contains indications relating to the following items: 
Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



I 




II 


□ 


ni 


□ 


rv 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 
07 May 2004 (07.05.2004) 



Name and mailing address of the IPBA/US 
Man Stop per, Attn: IPEA/ US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria. Virgioia 22313-1450 

Facsimile No. (703) 305-3230 



Date of completion of this report 
26 April 2005 (26.04.21 



Form PCT/IPEA/409 (cover sheet)(July 1998) 




Authorized officer 
BalCTrinh 

Telephone No. (571)272-0600 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCn7US03/34083 



I. Basis of the report 

1. With regard to the elements of the international application:* 
1^ the international application as originally Hied. 
IXI the description: 

pages N83 as originally filed 

pages NONE , iiled with the demand 

pages NONE , filed with the letter of 



the claims: 

pages 84-90 , as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



CKI the drawings: 

pages 1:21 ^ as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 

the sequence listing part of the description: 

pages NONE , as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of. 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is- 

the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examinationfunder Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in printed form. 

□ filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 

□ 

furnished subsequently to this Authority in computer readable form. 

O The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

O The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

The amendments have resulted in the cancellation of: 

□ 

the description, pages NONE 

□ 

the claims, Nos. NONE 

□ 

the drawings, sheets/fig NONE 

This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
• Replacement sheets which have been Jumished to the receiving Office in response to an invitation under Article 14 are referred to in 
this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70, 16 and 70. 17), 
Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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* 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


International application No. 
PCTAJS03/34083 


V, Reasoned statement under Rule 66.2(a)(u) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. STATEMENT 




Novelty (N) Claims 1-12 „. 

Claims NONE 


YES 
NO 


Inventive Step (IS) Claims NONE 

Claims 1-12 


YES 
NO 


Industrial Applicability (lA) Claims 1-12 

Claims NONE 


YES 
NO 


Z CITATIONS AND EXPLANATIONS 

Claims 1-12 lack an inventive step under PCT Article 33(3) as being obvious overPoss et al ( US 5,973,160). Poss et al teaches 
compound (IX) in column 14 and compound (IV) in column 20 which are useful anticancer agents.The prior art compounds ans drugs 
existing outside the human body. It is known in the art that a metabolite of a dmg will be formed inside human body when the drug is 
taken into the same. Thus, the claimed metabolites would be deemed obvious over the compounds of Poss et al since they are the 
metabolites of die prior art compounds. 


Claims 1-12 lack an inventive step under PCT Article 33(3) as being obvious over Kant( US 6,248,908). Kant teaches compound (I) 
in column 1 and compound 21 in column 8 which are useful anticancer agents.The prior art compounds are dru^ existing outside the 
human body. It is known in the art that a metabolite of a drug will be formed inside human body when the drug is taken into the same. 
Thus, the claimed metabolites would be deemed obvious over the compounds of Kant since they are the metabolites of the prior art 
compounds. 


NEW OTATIONS 
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